analysis of somatomedin-A disclosed chemical identity with IGF-I, apart from substitution of glutamic acid for glutamine at position 40 (12) . GH, however, is not the only hormonal stimulus for IGF-I. Estrogen stimulates IGF-I expression in the rat uterus (13) and osteoblasts (14) , and insulin en¬ hances IGF-I transcript in the rat liver (15) . Re¬ cently, parathyroid hormone was shown to stimulate IGF-I production in bone cells (16 (17) . Serum IGF-I is low in the human neonatal period, rises to peak values during puberty, and then slowly declines with aging (18) . The liver is the main organ producing IGF-I in humans and rodents, and accounts for the major part of serum IGF-I content (19) . IGF-I is typically, but not solely, produced by cells of mesenchymal origin.
The factors regulating IGF-II production are poorly characterized. The stimulatory effect of placental lactogen on fetal fibroblast IGF-II produc¬ tion and the lack of such effect by GH suggests developmentally related regulation of IGF-II (20 (25 (27) (29) .
The theca cell response to IGF-I is reflected in en¬ hanced LH-stimulated androgen production (30 (35, 36) , the protein had in fact been purified from tissue extract of fetal and maternal placenta and named placental protein 12 (37) . The (38) , (39) , IBP-1(40), 34 K BP (41) and pregnancy-associated endometrial ctj-globulin (42) (38) . IGFBP-1 migrates on SDS-PAGE at 28-35 kD depending on the stage of reduction. The sequence is cystein-rich at the Nterminus, and the C-terminus includes an Arg-GlyAsp tripeptide which is common for extracellular proteins adhering to the cell surface. IGFBP-1 binds both IGFs with similar affinity (Kd 10"9 mol/1). So far, hIGFBP-1 synthesis has been described in the endometrium (43) , granulosa cells (44) , fetal liver expiants (45) , and HEP G2 hepatoma cells (38) . The synthesis is regulated by progesterone in the endometrium (43) , and by glucose and insulin in the liver (45) . In the luteinized granulosa cells (46) and have a marked di¬ urnal variation, the levels being highest early in the morning (47) . They increase in pregnancy up to several hundred fig/1 and amniotic fluid levels are up to 1000-fold higher than those in serum (47) .
IGFBP-2
Binding proteins belonging to the IGFBP-2 group have been isolated from human fetal liver, and from rat and bovine cell lines (48) . In humans, the mature form containe 289 residues, whereas in rat it is comprised of 270 residues. It has an apparent molecular mass of [31] [32] [33] [34] [35] [36] [37] [38] [39] [40] (48) . In the rat, IGFBP-2 has been detected in multiple fetal tissues, emphasizing the fetal predominance of this bind¬ ing protein (49) . 
